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Respiratory disease 
Rheumatoid disease 
^uto-immune disease 
-All 

- Vascufor disease 

- Skin diseas 

- Gastrointestinal disease 

■ Renal disease 

- Liver disease 

- Ocular disease 

- Ear disease 

- Neurological disease 

■ Endocrine disease. 

- Shock 

- Malignam 
• Transplantation 

■ Diabetes and obesity 

t a mammalian, including a human, subject, 



A use according to claim 12 or 13 in which said ligand is {3,5-dibrorh(>4-[5- 
isopropyl-4-methoxy-2-(3-methyl-benzoyl-phenoxy]phenyl}-acetic acid. 

A method of screening for a dissociated glucocorticoid receptor (GR) 
antagonist comprising: 

a) contacting a candidate substance with a GR; 

b) determining binding of the candidate substance to the GR; 

c) selecting a candidate substance having binding affinity for the GR; 

d) determining activity of the selected candidate substance in GR- 
mediated transactivation of a glucocorticoid^seusitivg^target gene; 

e) selecting a candidate substance having antagonist, but no agoni st 
transactivation activity; 




28 



Case No. 1/1180 



3 



16. 



g) 



determining activity of the selected candidate substance in GR- 
mediated transrepressionpf a glucocorticoid sensitive target gene; 
and 

selecting the candidate substance having no antagonist trans- 
repression activity. 






A method according to claim 15 wherein the GR-mediated transactivation 
results in induction of tyrosine aminotransferase (TAT) in a rat hepatoma cell 
or in jrtimulation of M MTV (mouse mammary tumor viru s) promoter i n a 
HeLa cell. 

A method according to claim 15 or 16 wherein the GR-mediated 
transrepression results in inhibition of a gene having pro-infl a mmatory or 
immuno-enhancing activity, such as a gene coding for a cytokine or an 
adhesion molecule or an enzyme each involved in inflammation or in a 
immune disorder including an auto-immune diseases. 

A method according to claim 17 wherein the GR-mediated transrepression 
results in inhibition of TNF-ct-induced activation of ICAM-i promoter in a 
HeLa cell or in inhibition of LPS-induced production of IL-8 in a THPl-celL 



A method according to any one of claims 15 to 18 further comprising the step 
^f testing the candidate substance in vivo by co-adminktenng said substance 
with^a glucocorticoid drug to a subject and detemiimng the capability of the 
candidatbs§ubstance to reduce a systemic si^effect of the glucocorticoid but 
retaining the antiinflammatory actiyjtyof the glucocorticoid. 

20. A method according to j£*Kone of claims 15 to 19 wherein said method is a 

high- throughput spr€ening ass^X(HTS). 

21. A methpd of treating a mammalian, inching a human subject in the need 

thereof comprising the administration of asglucocorticoid receptor (GR) 
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